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ABSTRACT : PROBLEM TO BE SOLVED: To obtain a new phenol derivative having excellent lipid 
peroxidation suppressive activity and macrophage foaming suppressive activity, and 
useful for preventing/treating ischemic cardiopathy, etc., by reaction of a specific 
compound with phosgene and so forth. 

SOLUTION: This new phenol derivative is expressed by formula I [R° is H, a 
lower alkyl or a lower alkoxy; R 1 is a lower alkyl; W is O, S or NR 5 
(R 5 is H, a lower alkyl, etc.); R 21 is a substituted alkyl; 
R 3 is H or a (substituted) lower alkyl], e.g. 2-{3-[2-(4-ethoxycarbonyl 
methoxyphenyl)ethyl]ureido}-4- methoxyphenol. The phenol derivative is obtained by 
reaction of a compound (salt) of formula II (R 4 is an OH-protecting group) with 
phosgene, triphosgene or thiophosgene followed by reaction with a compound of formula 
III to form a compound of formula IV, then eliminating protecting group therefrom. 
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- /W- 4 -X I- =af /H^ 'J 7 . 7 2 g<r> 

VAX. y 3 o m i mm&mf i . s«sr 3 0 $hbl ov-> 
t 50 to Kfiaaaip-r & . rje»t« . tmstic 5 % 

ffii»100ml*SSTt. »»x-*-yHl&aj-$-* . JrtffilS 

X 9J—)VW&fr ^ B B B L T4-y7 xX/l,-h h'n^f 
v-^^-ZW- l-ter t - 7" h 4f i,f))Vi£—tW<. U 
>9. 4 1 g£f#&„ 
[0069]m. p. IS 5 — 18S°C 

(3) *p D n 5. 0 0gi:2 6 %iaft*3g - -f >'}§ 

-ss l , mmzmimtAim-t h y 

t7A-*'JtttL, ?nn*^A»aj-r&. ttaiJUSrSfe 
# . gftftgL *S«ES:«* LT4-y'7x ->k* ^yb" 
*<\iis>3. 4 6g*rt#&. 
[0070] IR (KBr) i/max: 3680c 
m-i, 1 59 5cm' 1 
##f*J4 

#iE]S(f^£tt£##W 3 fc PHKCXSl LX 4 - b'X 
(4-7M07X-/L') X^y*?^) 
[0071] m. p. 11 7-1 2 1*C 

(1) 4, 4' - y 7A to^> /7 x y y«x^ y- 
)V2 0 0 m 1 ^(C.*f$T7f<3sfL*'73g^ MJ-7A2. 

1 7g£flD7_ £»C4 54HaiflfH-4. KfGfft. 
Tfcl 0%*al£3 0 m 1 Srarra, x?y-/U£®£ 

*07x-;H>^>'-;^18. 6 7g£f#&. 
[0072] m. p. 4 0-4 2t 

(2) *p n „13. 2 1g. f*-^07^K2 6. 9 
m 1 SOfP on*./^ 6 0ml Oif t ^*r 2D#HMftS 



h, lSJ?an*;U 1 0 Orn 1 C»*»L . *J*T£ 
^7 ^(Ti?ODM A 5 0 0 m 1 }gM(C}ST^-S« K 

^ y;i # 7A7n?h/57^-(«|; ?DOiM^ 
A : ^^y-;U=9 : 1 ) fifKLT, 1 - C t'X (4- 
7;W3j-0 7xX/l) ] t^yVl 6. 28g* 

[0 07 3 ] m. p. S2-8 7t 
##(?"J6 

(1)2- (4-^h*y7x-;l-)xf.;lTS>'l 
2. 5 g . JKBfck*?" h U *7 A 9 . 9g. *20mlS 
t^T" h7tHD77yl00ml <50}I^-^(C7jC^TO' 
>?/M-* > # A* ?n7-fb'18. 2 8 g £ ffiT? 
h , ffli&T 3 0 JHBL SKST" 2 B#H»* L*rt&, RJEiS 

s„ *<s«^ijt#. nsssm. jg8e*u vat****-* 

>"C*MHt U N-O i/A^^^/l^-yl - 2 - 
(4->hJfy7x-)l-) xf/VTSyl 7. 7g*H 
«. 

[0 0 74] m. p. 8 8- S 9°C 

( 2 ) :&R 1 7 gWi/'^fA-W'ArS nOOmli 
■mz^ *^T**-ft^ h'J^(62. 5 % ) 2 . 8 3 
g ZMz. , 2 0 ^MBHBff-r S . •T'ft.X f-^ 1 1 

g S: tut . Mist' 2 B#^}«#-rS . RJE?gtwiSJ!X^-/l 

yl-?7 7A?n7b/77^- ( jfiflC : ^r^> : PlgX 
f-;i- = 3 : 1) ffil^LT. N-0^^>^;^x 
;l — N T^'t-— 2 - (4-^h^fy7x-A-) x^/t- 
rsyi3. Sg&MfttLt^. 
[0075] IR(Film) u max : 17 0 0, 16 
15. 1 5S5cm-i 

(3)«il3. 5 gC0^^y-;H 0 0ml flNRK^t 

^^a-iio. 3g^jp^. «a«ffT:'4ieiiB«MSB 

ON-^^-;W- (4-^bJfy7xX;|.') X^T*^ 
6. 9s*i*R!8ji:LT»&. 
[0 076] ##P"I7 

MltM^^i: 2 - ( 3 , 4-y^Ky7x ~)l ) 

x.^at $ y£^M6 tmmwmtxN - x^-ii-- 

(3, 4-^ h*is7*-)V) xf;l,7$ y2r#^»„ 
[0 07 7] ##fla|8—l 9 

3 ^-ftxf-^r 5 >-i?2r##fiaj 1 1 mmtmm txrie 

[0078] 
[*4] 
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(11) #1^9-2 787 3 7 



£S3Si 



m 
# 


H 2 N(CH 2 )2-R 6 






8 


H Xy 


Syrup 


9 




Syrup 


10 




Syrup 


11 




Syrup 


12 




Syrup 


13 




M.P.: 79-81 "C 


14 


— i>Cn-Q-och 3 


M.P.:>2001C 


15 


— ch 2 -kQi-Q> 


MP. :>200t: 


[*5] 


• 


H 2 N(CH 2 ^2-R e 






16 


CH ? — n' N — <C^Z 


M.P, : >200 r 


17 




Syrup 


18 


— CH2 ^ch" (Ch ^^ 


Syrup 


19 


— CH 2 -^(CH 2i ^A OCH3 


Syrup 



[0080] ##flaj20 ( 1 ) 4-tYO; K>-igS^l 5- 36g^fh5t K 
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(12) 



4tRfH £ 9-2 7S7 3 7 



n 7 y > 1 0 0 m 1 ~ 0*1^ -tert- 7" 

f /l 2 l . S s £ Jpi . rlc^T h V x^/ur syis. 

9m i zmri-&« m.i&~c&mmm. fb7tb-n7 

i i: £ J; 0 1 - 1 e r t - 7 b * > tnV#-)V- 4 
-f^'J H >' 1 4 . 51 gft&<. 
[0 0 S 1 ] m. p. 7 2~74'C 

(2) :fo&9. 0 0 g<Of h7t HD77> 1 00m 1 
aKRfcyfclfrT. #*toff**-M* WAl. 7 1g^ 

-7y-/t,2 om i wm&mr-th. 3o#ish»h£. 5 

%i&m 3 5 m 1 £ iST-t & . fh7tFn77 XRtX* 

□ •7 1- /77^- ( jg#f : 7 no-tU : A 9 J—tV= 
9:1) ttlL, ^yye&i&il-r&ZtlzJiV 1 
-tert-7'h^f > ^^^-71-— 4 - 1 Kndf ^ 

[00 82] rn. p. 6 1 — 6 5"C 

(3) 62 %7kmit-t- b 'J 17 AOi^ f .H'*A A7 S F 
5 0ml ®jSM(C*^T. *iPd4 . 0 0 g(7)Wf/l.* 
'li»7 5 K 2 0 in 1 jgjRSrSST L . SiST* 1 . 5 B#|SHS 
if -f & . St^7)c)^ L , Mikity x x;p> 5 v 5 . 4 0 g 
£Ov*.X^/l-'*/UiUT 5 H 2 0 m 1 aMfesTFU W&X' 

L . SS$-y'My^7A^n7h/77^- (jS 
ME ; ^^r^> : B1®x-^= 4:1) TfltSS L 1 - t e 
rt-m /Mfcl/W- 4-y'7i X/kX I- 4f > f 

^';^4. i 5 g srii&ttBi t i~cn& . 

[0083] ( 4 ) *iSt4 . 0 4 g»5*+*t*->' 25m 
1 tgflSlC 2 6 %E*t*&- 5/*#-9->1g« 2 5m 1 ^rTJD 
a»t3 04MH«H-6. ««*S*U a^Ettfe 
WRfc*** F 'J »7 flnxT r n- # 'J ttfc: L . 

e*U 4-y7 i -/^hJfy^'Jyy2. 86 g 



[0 084] ##M2 1 

(Df7S >'«B?a 2 5s. %m*mi- b>j^M>3 6 

g. * 2 0 0 rn 1 Jtf/gffi&Xf^l 2 0 0ml £>ft&n& 
U iDVtfO*/-* flfa 9-f F 2 4 . 6 g SriTF 

■fr*. 3BSTC 2 Ottlllif&B:. 3r«UH*4ttlU 

tttttfe. JS«t«*L. ^*-9-x-«SJMW*ctK:J: 

04- C 2- CO-y^y^^-HTSy) x-f- 

/10 7x7-/P3 1 s£fl&. 
[00S5] m. p. 94-97'C 
(2)62 b 'J*?A8 50m g(Oy^ 

F 2 0m 1 «SBfflEt:*J$T, 4 - C 2 - ( <>" 

: J>lJt* y*/^H7 S -/ ) x^/U) 7 x 7-/1 5 . 

4 g Sriktt-foJPi. . J6aVC3 0 iHSJHBf-f 5 . 

iH8x^2. 2 m 1 Sr«TU S«T2WriaB»m*. 

7jc*iDi.x-x/ij*ai-r-& . i*ma[*a». ia»». $ 

-2- (4 -3Lb*>'*;Jltf—>l* h*y7i-/H X 
f-;LTS>4. 9gi1»4. 

[00S6] m. p. 69 — 7 l'C 

( 3 ) *fli4 . 5 g»l^ 7-'W 5 0ml v§M(C 1 0 % 
y>>Agi 5 0 0m g&tA'iftiSiS 1.1ml Srjn 

*IW*i t ICJ: 0 2 - (4 -x h^r^/l. X-iVX b 
*t is 7 x —a- ) xfyl-7 5 > JsggJss 2 . 8 g Srftl. . 

[0 087] m. p. 1 57-1 59'C 

[0088] 

im&timi ■*$m<r>7x.s-Mmfo c i j trci& 

Mf^ffl. ACATfflf^ffl. ^xfiiiSfLfttJL S?faS 



7 0>h'<-^ig§ 



(51) Int. CI. 6 

A 6 1 K 31/495 
C0 7C 273/02 
277/08 
279/1S 
335/18 
C0 7D 211/46 
211/70 
295/14 



ADS 



9451 -4H 
9451 -4H 
9451 -4 H 
7106-4H 



F I 

A 6 1 K 31/495 
C 0 7 C 273/02 
277/08 
279/18 
335/18 
C 0 7 D 211/46 
211/70 
295/14 



ADS 
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(13) 1*KPF9-2 7873 7 



&mm\mffi%%>m&£: 3 -39- 6 m^mm^FiiEmemi^ 
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